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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply Is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)K Responsive to communication(s) filed on 05 October 2007 . 
2a)K This action is FINAL. 2b)[3 This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim{s) 1 and 3-22 is/are pending in the application. 

4a) Of the above claim(s) 9-22 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) [3 Claim(s) 1, 3-8 is/are rejected. 
?)□ Claim{s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)\3 accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)nAII b)n Some * c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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The following is a quotation of 35 U.S.C. 103(a) which fomis the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3-8 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Takada et a! in view of Baker et al. 

Takada et al teach 1 nm-10 urn particles comprising up to 90% drug and a 
polymer (abstract). Antituberculosis agents are disclosed (column 2 line 58). Isoniazid 
is specified (column 7 line 13). Polylactic acid is disclosed (column 7 line 60). 

Baker et al et al teach that isoniazid and rifabutin are known in the art for the 
treatment of tuberculosis (column 4 lines 30-36). Suitable amounts are taught in the 
Physicians' Desk Reference (column 11 line 50-column 12 line 7). 

It would have been obvious to one of ordinary skill to add rifabutin to the 
composition Takada et al for beneficial effect of a second anti-tuberculosis agent in view 
of Baker et al. As to the particular ratio of drug to polymer and drug to drug, Takada et 
al teach up to 90% active and suitable amounts of both actives may be detemnined from 
the Physicians' Desk Reference according to Baker et al. Thus, the determination of 
optimum ratios may be achieved by routine experimentation, absent a showing of 
criticality or unexpected results. In re Boesch 205 USPQ 215 (CCPA 1980). 

Applicants argue Insufficient motivation to combine, citing In re Mills. However, 
Mills is not apt precisely because both drugs are used for the same treatment, which, to 
one of ordinary skill, provides the motivation to combine. In such a case, it would be 
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obvious to combine for at least an additional effect and, further, to take advantage of 
whatever particular properties each contributes. In re Kerkhoven 205 USPQ 1069 
(CCPA 1980). Applicants further argue that the claimed ratio of drugs is critical but do 
not provide evidence of criticality or explain why the ratio is critical. Applicants 
additionally argue that, in the case of rifabutin and isoniazid, it would not be obvious to 
combine the drugs because they react with each other to form an adduct. However, 
applicants do not supply the Sharnna reference supporting this assertion. Further, in 
view of the title, applicants raise the issue of whether the Sharma reference is relevant 
prior art. Lastly, even If the drugs react to form an adduct, the Takada et al method of 
using powdered active dispersed in a microcapsule, it is argued, would minimize the 
asserted adduct formation because the drugs are not in solution together, but rather, 
present as particles, are mechanically separated. 

Applicants argue a method of making that requires a narrow range of solvents. 
However, applicants do not claim a product by process. In this regard, the Fessi et al 
reference concerning the methanol as a non-solvent for the polymer, like the Sharma 
reference, is not of record. Further, the specification at the cited location (page 7 lines 
9-17) is silent about applicants' stipulation that only in this range is polylactic acid not 
precipitated. 

Applicants argue unexpected results, in that controlled release is optimal with no 
side effects. However, such are not unexpected, but rather effects that would be sought 
by one of ordinary skill m the preparation of the obvious combination. Applicants also 
argue the unexpected results of a combination of oral and inhalation routes. However, 
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in this case, it is the method of treatment that may lead to unexpected results rather 
than the claimed particles. Applicants themselves stipulate that it is not the particles 
themselves that provide the result, but rather the combination of routes. Lastly, 
applicants argue that the primary reference, Takada et al, does not teach inhalable 
microparticles of size 1-15 um, but rather only the pulverized active agent. However, 
Takada et al teach a microcapsule range of 2-200 um (column 12 lines 63-65). 
Powdery nasal preparations are specified (column 13 lines 43-45). Again, an optimum 
suitable size may be obtained by routine experimentation. 
No claims allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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in this case, it is the method of treatment that may lead to unexpected results rather 
than the claimed particles. (The patentability of such a method is not at issue here.) 
Applicants themselves stipulate that it is not the particles themselves that provide the 
result, but rather the combination of routes. Lastly, applicants argue that the primary 
reference, Takada et al, does not teach inhalable microparticles of size 1-15 um, but 
rather only the pulverized active agent. However, Takada et al teach a microcapsule 
range of 2-200 um (column 12 lines 63-65). Powdery nasal preparations are specified 
(column 13 lines 43-45). Again, an optimum suitable size may be obtained by routine 
experimentation. 

No claims allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 




